Generally when a molecule is functionalized for a pull-down experiment, it's valuable to verify if the chemical modification impacts on compound activity. Thus, we moved to check if 5-epi-SNEP modification by an epoxide containing molecule, such as glycidol, affected its cellular toxicity versus HeLa cells. To this aim, 1 mg of 5-epi-SNEP was incubated with glycidol ( Figure S1A , glycidol excess of 250 X over 5-epi-SNEP (w:w)) for 1 h at 37°C in ACN-50 mM NaHCO 3 1% triethyl-amine and the products were purified by HPLC on a C18 column (Luna Omega 5µm Polar C18 150× 2.1mm, Phenomenex, Torrance, CA) at a flow rate of 0.2 ml/min. Elution was achieved by means of a linear gradient of B from 10 to 95% over 20 min (solution A: H 2 O and trifluoroacetic acid 0.1%; solution B: 95% CH 3 CN, 5% H 2 O and trifluoroacetic acid 0.07%). The compound mixture 1A and 1B in their mono-sodiated forms ( Figure S1A ) has been characterized by HRMS and HRMSMS analysis on an Orbitrap LTQ XL (Thermo-Scientific) giving a single m/z ion at 427.1722 u.m.a (chemical formula in Fig. S1B ). As shown in Figure S1B , compound 1 was not detected by HRMS analysis since it easily dehydrated giving a mixture of products, well characterized by HR-MSMS analysis. Indeed, as reported in Figure S1C Figure S1A . The obtained mixture was submitted to MTT assays (as reported in paragraph 4.4) and the results are showed in Fig.S2 . The histograms clearly demonstrated that there is no HeLa cells cito-toxicity alteration if compared with the native unaltered 5-epi-SNEP molecule.
Scheme of 5-epi-SNEP modification by glycidol and tandem MS analysis of the reaction products. List of 5-epi-SNEP partners found in HeLa cell lysate. Table S1 : For each protein, the following parameters are reported: Mascot score (Score), molecular weight (mass), number of matched peptides (Matches) and unique peptides used in the identification process (Match(sig)), number of sequences (Sequences) and the number of significant distinct sequence matches in the protein identification process (Seq(sig). All the proteins with a Mascot Score less than 60 and identified with less than 5 Match(sig) were removed. 
